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flg{C*^M-tSZ:i:^rae>3b^C$n [Science, 234,1341 (1986) ] , #j£B#N 

^^•Jfffi?*; hfc£©lM&rNGF©»*#OT3fc3*u *5v hT?tt#»*H 
^©^tf^glcfc&J^iulCN G F &!Ki*«-5"r*iH:, S5tt&Avut«><& £ 

CAT?Stt©teTfcKftf*:ifc#*#S*lT^* CJ-Neurosci . ,6, 2155 
(1986) , Brain Res., 293, 305 (1985) , Science, 235, 214 (1986) „ Proc.Na 
tl.Acad.Sci.USA,83, 9231 (1986) ) . ifc^O^ttl^Sffilfeitflt' 
NGF#£-&J*3nTV*5£fc, iONG F ®^^JEftJC*«jffi*Kfe* ^ttJBJlfiJK 
(OI8IRIHJIST»-&»iMI*il«ifi*SV^ttr^ ho^U 7M^^lg«:tlOI:fi 
oTV^Z.£#IEf?l!£*lTV^£ [J.Biol .Chem. ,259,1259 (1984) . Biochem.Bio 
phys.Res.Commun.,136,57 (1986) ] e $. fc. ZLO^i&t^jfflJSS^T^ h CI 9 V T 

F£j*{]^»*«:5*?-£fc#jiffiSftTV** (J. Biol. Chem. ,201,6039 (1986) 
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uymmm>W*^Mir&mit&ty^mfr^M1RZn&0>t£< £*> 
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#9iLtfftP«-^©»^ GM, 4 HCP, ^Dtft-/I/ 

>, 4 - t --73- J]/*/ 9 u^y^-J >x-^;k 4, 5 -V- t --f&fl/i/Z u 
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(1) 1 0 g<DD->ffr?U>m (isy-Vftm G 5 2 6 9) fcl'J^h/I/ 
<Z>tMC?§8¥L, 1 2 lTCT'4^P^i0|^bfcm^l 0ml JC&S£T-atJBETa*ib 
£„ 3*UCil^:/^;i/ : BEtt : ZK= 3:2: 2 *g-&?£<£>±M 4 0ml &#tJx.T?l 

[0 0 5 3] 

_fcsattffi*«:*9ix^nv *y;i/Bw- 3 0 0 s p (2 x 

2 8 cm. &±*/V*/TitmttW) KIT^^U »BK^^/ 3 : 
2 : 2 ©_LJI l/T3>^H»t-tO. 2 k g/c m 2 lC#nffL. & 

— ^-5-m-l-CD^^ o 1-® # S *J 1 -0-m-UC A £«fc?lc:7^#S/3* 

5 6 1##S> 8 0#^T*©l®^lClS^O!)i/^n^>^y >^t*lT^fe. 3 
;fte>©®#£JI&T$cffiT^ib£:#4 0 m 10?DD*MT'iffiU tt/M 
^MJET^-r-SZlillCioT 1 0 OmgCi/J'D^f^Jff:. 

[0 0 5 4] 

ZLOM#£A;W\°y?#-f ^S^^A^MVNfeJIIMffiHPLCT^fllL. 2 15 
[0 0 5 5] 

(2) ^n^^f;>30mg, DMA P 16mg. h Uf^T^ > 

6 6mg^t/M7K^ntr^>M (3ftj£fl:/&Xil*±$g P0513) 8 6 m g & 5 
. 9ml(Z>^OP*#:WC?gfl?U 1 3©)KJS?££# 

nn*M : *#y-;i/=2 o o : i fjtfn/WMtw? V 

tr^y j -izz-oxmrnis. Rf = o. 5 — o. 6<D$\ift<Di/vii>f;i : &mm-fr 
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[0 0 5 6] 
*H — NMR 

87. 45 (1 H, dd, J 2 _3= 6 - 27Hz, J 3 _ 4 =2. 15 Hz, H- 
3), 6. 42 (1H, dd, J 2 _ 3 =6. 2 7 Hz, J 3 _ 4 =l. 4 9Hz, H 
-2). 5. 91 (1H, m, H-4), 5. 16 (1H, d, J 4 _ 5 =2. 9 
7 Hz, H-5), 2. 4 6 (2H, dd, J=15. 01, 7. 59Hz), 
2. 42 (2H, dd, J=15. 01, 7. 59Hz) , 1. 18 (6H, d 
d, J = 7. 59, 7. 59Hz) 
[0 0 5 7] 

(3) i/^ D'Of ; >® 1 M*i8!t 1 0 0 /i 1 t 2 0 0 mM^^f ( 
StcM: t*7^fX^tti^ : 17 0-10) frmffi. (pH3. 0) 5 00/i 
l£^-£rU 6 0lCf5^riSfSStfc„ 3 tf) 0 . 5 /tmnXft^^ 
7^r;i/#-T-3ilU ««ftt'HPLC^il/fc. 

*7A:TSKgel ODS-80Ts (5 /em), 2 0 mmX 25cm 
&»*B:A 0. 1%TFA« 

B 0. l%TFA/5 0%7th-b<J;i/*M 
^it : 7 . 5ml 

tf^ifnyh : 1 0#fl^lfrfBA-»5 5i3^in$ifflA/()^A : B = 1 : 1 
-»1 5#frtfT^I&*BA : B=l : lfr£>#i&*BB 
: 2 2 0 nmlCfctt£l&}fc|g 
_tiB&fS?&2 0 0 ft 1 £H P LCtCfrtf. £M#I$IS3 5, 7£\ 36. 1 ft(D 

[0 0 5 8] 

3.©-$8B4fc©*3t&«¥tfrLfc. 8Ett&£tt (NMR) X^MK gfi:*^ 
h;b (MS) £$l5tb£ 0 ^©^m&^TfC^-r. 
! H-NMR 

5 2. 0 9 (2 H, m, 5' -H), 2. 28 ( 1 H, dd, J = 13. 0, 
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20. 0Hz, 5-H) , 2. 44 (2H, m, 4' -H) , 2. 78 ( 1 H, 
dd, J = 8. 5, 14. 0, 1' -H) , 2. 8 5X1*2. 89 ( 1 H, dd 
, J = 3. 0, 6. OHz, 5-H) , 2. 9 23Z.&2. 95 (1H, dd, J 
= 1. 0, 5. 5Hz, 1' -H) , 3. 86 ( 2 H, S, 9' -H) , 3. 9 
5 (2H, m, 4 -H, 6* -H) , 4. 4 6 ( 1 H, m, 2' -H) , 6. 4 
7Xli6. 49 (1H, d, J=3. OHz, 3-H) 

UmtO. IN DC im7kmmz®ML. HOD£>ft#£/:7h'f»$:4. 6 5 
p pmtltJlfi. 
[0 0 5 9] 

13 C-NMR 

526. 3 (5' -C), 31. 7 (4' -C), 31. 9Xtt3 2. 1(1 
' -C), 39. 3 (4-C), 41. 9 (9' - C) , 42. 2X&4 2. 3 
(5-C), 53. 3 (6' -C), 54. 1 (2' - C) , 133. 5 (3- 
C) , 1-5 4. 4 (2-C) , .17 3tffi(.3* - C, .7' -C, 8' -C, 1 
0' -C) , 2 0 5. 8 (1 -C) 

fimttO. IN DC lm^mzmML, ^^>»i/7MS:6 7 
. 4 p pmtlt^lfc. 
[0 0 6 0] 

^-NMR, 13 C-NMR(2lf-?<Z)!Jii«©#-^teTiE5£ (ft 2 0 ) 

[0 0 6 1] 
[ft 2 0] 

6' 5' 

H,N— CH— CH 



4' 3' 2' 8' 9' 10' 

-CH-C-NH-CH-C-NH-CH-COOH 



O OH 



ffi£E#2 0 0 0 



- 3 0 1 6 2 0- 



#32 11 — 042236 



[0 0 6 2] 
FAB -MS 

m/z 4 0 4 (M+H) + , 4 2 6 (M + N a) + 

^*i)-feD— h y y *;*fcj§v^ 0 

UV ^max 251nm (tJO 

I R v KBr 1Bav c m" 1 2949, 1710, 1660, 1539, 140 

ID SIX 

4 , 12 0 3 

[0 0 6 3] 

— S — >f 2 — is 9 n 1 — (2-hydroxy-4-g 1 uta th i on-S-y 1-2- 

cyclopenten-l-one) t'^ofeo 
[0 0 6 4] 

L-M1BS (ATCC CCL-1. 2) £ 0 . 5%©;^h^ 
(^31±») S:^tfM19 9*«l (3r^H*±5g) tl. 0 X 1 0 5 i8S 

/m 1^^1/247^1"- mci m i •f-DtL&mmmztgmi't^ 2 H ia«# 

9 9^{Cfi^^xfeo 3*UC^* U^y^-J > (ASFSft 1 ~2 5 nU) „ 4H 

cp (r;i/Ky v^ttJS) (ii^i2. 5 am), s^nifa-^n/S/* 

> GfcjRftS. 1 — 9. 4<iM) fc^iHU 2 4H^fl/t. 
[0 0 6 5] 

NGF Emax Immuno Assay System: -fU^jSttM) ICTftll^Lfco 5/ # n X 

y^-jy. 4HCP, t?7u¥*-)i*sz u*>r ; yit&i&fo&mzL-Mm 

[0 0 6 6] 



ffifiE#2 000-301620 



1 1-042236 



^WZZSfJlS^ ( M M) (ng/ml) 



o 


0. 


5 7 0 


1 


0. 


7 0 0 


2. 5 


0. 


7 4 0 


5 


0. 


8 7 0 


7. 5 


0. 


900 


1 0 


1. 


08 0 


1 2. 5 


1. 


34 0 


1 5 


1. 


550 


1 7, 5 


2. 


15 0 


20 


1. 


900 


2 5 


1. 


54 0 


[0 0 6 7] 

^2 4 H C P iC <£ £ W&j£«E^S±f§* 


4HCPj8S (dM) *f 




SS (n g/m 1) 


0 


0. 


13 8 


1 2. 5 


0. 


3 2 7 



[0 0 6 8] 



2 4 



ffifE$#2 000-301620^ 



1 1-042236 

[313] 

^3 tj^r^^^mmmm^m 



*J7u tt^At/* n-O^y (mM) Wgf&gB^^tg (ng/ml) 



0 




0. 


132 


3. 


1 


0. 


164 


6. 


3 


0. 


259 


9. 


4 


0. 


257 



[0 0 6 9] 

*4 tX^P^^/MCJ:5ff@$fiBT^fe^S ^^a-^) 



(mm) 


0ff$f3I 






6B$fKI 


1 2fl$fa 


24i$ra 


4 8B*W 




m 






£ (n g/ m 


1) 




0 


0. 00 0 


0. 028 


0 


. 233 


0. 5 75 


0. 658 


0. 736 


1 5 


0. 00 0 


0. 050 


0 


. 359 


0. 68 6 


1. 18 6 


1. 236 


1 7. 5 


0. 000 


0. 054 


0 


. 205 


0. 6 3 5 


1. 535 


1. 492 


20 


0. 00 0 


0. 082 


0 


. 17 9 


0. 58 1 


1. 6 8 1 


1.8 74 



[0 0 7 0] 
[0 0 7 1] 

5X1 0 4 c e 1 1 s/cm^^J:^! 0 IM* DM 

MSbfeMRC-5tt (CCL1 7 1 :^0*gitE code. 02 
-0 2 1) £4 87X©m^f*^U- MCAtU 37t, 5%C0 2 #^ETT*2 



2 5 



ffiH4f 2000-301 6 2 0' 



11—042236 



Mlb, $?jIC24 ^ra^#b^^, igMfifcEURU Quantikine Human Hepat 
ocyte Growth Factor (HGF) ELISA Kit (7-f-ni/#M. Code. RS-0 
64 1-0 0) fcJglNT. igifeiFGDHG F<DM%:ffl7&Lfc B 

mm&tf& sit s 

[0 0 7 2] 

( 1 ) t hSMtfcT*fe.2>H s 6 8mm (ATCC CRL- 1 6 3 5) ?:10 
%tf2/l£JEjfa?f (FBS : A-f;*-?-f #S/:#-*±§g) fc^trD-MEMJ&ift (3r 
:/ZlBRL*±$g) IZX. 5%C0 2 #^ET. 3 7 T)T?lHJft##*»K:fi?nKfcS 

X 1 0 5 I/ml fcfcSJ^lCJblB^ifitcMiHU 9 6^^D^>f^-^b 

-h©#-?xM:2oo^ifoMbfe„ ^t5Ht, etiaria*««ai»»c» 

5|ftlCfcofcB^&T*igi$£*£T, 5, 1 0, 2 0, 4 0, 1 0 0X»2 0 0 /(M© 
4HCP^tt5§Mx.fe. 9 6|H0NA3-^?:3t(oT, 2 4HfS 
"foft«r»K:«f#±»«:taJRl/, Hs 6 8 fflj&K:£ #6 h -f >X U >tatig$M 
-?-l (hIGF-1) jg£S§#lC*f-T5 4 HCPcDf^tPfch I GF- 1 <DE L 

-ftf)^. H s 6 8j»NIBlC;fcV*T, 1 0 0 fi M#_t© 4 H C P £Ml U 
ictt, h I GFj^»#^tt 8:2 4 JSIHBlc*:* **l**&fi»«HC*^ 

[0 0 7 3] 



ttiH^ 2000-301 620 



11—042236 



4HCP 

24^ 4 8^ 7 2^ .9 6^ 



9&t (mm) 






hIGF-lf4# 
(n g/m 1) 








0 


0 




O 


0 




0 


4 0 


0 




0 


0 




0 


100 


3 9. 


9 


1 0. 0 


9. 


6 


4. 4 


200 


37. 


9 


10. 4 


9. 


9 


4. 2 



[0074] 

(2) Hs 6 8M$: 1 0%-)i/|i&Mf ^tfD-MEM^fCT, 5%C 
0 2 ^&T. 3 7-CT'Zl>7;i/X> MC&SSfcT^U N'J^i/>-EDTA 
?§?£T**ffiJBS£ 3 X 1 0 5 *@/m 1 5 lCJhfS*gifeJC JiiSU 9 6^^ 

Dif>f h©#"?xM:2 0 0 /t 1 foMbfe. 5~7Ht, S 

^n>^;i/X> Mc&o fci$-eiM&*£T, 0, 2. 5. 5, 10. X&2 0yct 

4 8H^0^^^3-^^ot, 1, 3. 6. 1 2. 24. 4 8l|^t% 1 
B£85KJg#±$1t£mJKU. Hs6 8«i:fcljShIGF-114 (|63iS§^) 
tC*fi"£^# D/<>^/ >XttGMO^t§: hIGF-10ELISA-Kit 

[0 0 7 5] 

^tf)^*. H s 6 8;IM&Cfc^T. 1 0~2 0 /tiM©GM£»Jbfc^-£te, 
**D«3 «ria^e> h I G F - 1 6B#5^Ctej&^;&n<2#M£i*^. 

m&h i gf - i &m$i2nr=. 0 



mt£#2 000-301620 



i 1 — 0422 3 6 



[0 0 7 6] 

JgJLt, 4HCP, tstU^yrJy. GMiih i gf- ljg^stSMSttfcasL- 
[0 0 7 7] 

( i ) 

&miki&wiK. ? u * y r j z/x&gmzi %mmT*Mz., &.$sm-&wm\st=. 
(2) &m 

fc^^saS*! 3: IMS U tt#&J6U #&£M£f1^Lfc 
[0 0 7 8] 

, i mm<D^ffimi?<?>&. mmzm^tz.. ^v^&m&ftiz i x i o 6 c e i i 

ifii?E$l2\ #M^<Z)}fiv!KJifW*£I^S (2ml) 01 > 0>*" 

V*±) ^^PBS (-) (B^cSSII) £v?*<DKI8rtKiiAU <fc<Vy 

miKL-T>f >#-n>r *y i 2i^7^^-f>^-n>f^>i 2ME lis 

[0 0 7 9] 

^aMl8Ht, fccfctfl 2 H^(D^V^^OjKISl^-r>^-n>f dr> 1 



2 8 



ffifE4f 2000-301620^ 



11 — 042236 

A,m&&Ui 2 BtfeKfcv^TfcS/* uiy-rJ >&#i¥T* &JKKf*nc >r y*-u 



[0 0 8 0] 







^f—uj^izik (pg/ml) 










ND ND 


ND 11.0 100.0 25.0 


12Bt 




43.0 975 66.4 



nd : mmmjcf 



[0 0 8 1 ] 

HGFltfSiffitt, NGFl4Siffitt, hIGF!4ii«ttf$:tU IF 
tot, i/^DW;>-&tlJ> J/^CO^y >88*#^%. 4HCP 



2 9 



ffif£4f 2 000-301620 



t 



1 1 — 0422 3 6 



3 o 



£BIiE#2 000-301620- 



1 1-042236 

i. 



2 0 0 0-3 0 1 6 2 0' 



ijf^ 1 1-042 



f 



ffi IS A M. M ffi 



[591038141] 



1. ^M¥J!B 199l¥ 2J5 4H 

& m ^awfrMtP r&tfjiEttw 6 o 9 



ajfl#2 000-301 620 



